
 
 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

203479Orig1s000 
 

 
CHEMISTRY REVIEW(S) 

 



MEMORANDUM 

 

To:     NDA 203-479 

From:    Thomas M. Wong, Ph.D., Chemist  

Date:     Feb 6, 2013 

Drug:     Versacloz (Clozapine) Oral Suspension 

Route of administration: Oral 

Strength:    50 mg/mL 

Subject:    “Approval” recommendation for NDA   

---------------------------------------------------------------------------------------------------------------- 

The pending issues on the final overall recommendation from EES on the manufacturing sites and the 
pending data demonstrating the accuracy of the mass delivered dose conducted on the oral syringes have 
been resolved. 

EES: On Feb 6, 2013, the Office of Compliance provided an overall Acceptable recommendation for the 
manufacturing sites.  

Accuracy of the mass delivered dose conducted on the oral syringes:   

The sponsor provided the results of the accuracy of mass delivered dose conducted on the 1 mL and 10 
mL oral syringes in the Amendment #25 dated 10/17/2012. Clozapine Suspension USP, 50 mg/mL, Lot# 
7805.001A was used for the study. The EP criterion for The Uniformity of Mass of Delivered Doses from 
Multiple Dose Containers is used to evaluate the study results. The results met the acceptance criterion. 

Oral Syringe: 1 mL Oral Syringe 10 mL Oral Syringe 

Graduation: 0.25 mL 1.0 mL 1.5 mL 3.0 mL 6.0 mL 8.0 mL 9.0 mL 

Average mass of 20 
samples 0.27262 1.09102 1.61455 3.26278 6.50216 8.68330 9.68677 

% RSD 1.6 0.3 1.3 0.7 0.6 0.7 0.4 

Average mass, in 
Volume, of 20 samples 

(Density: 1.09 g/mL)  
0.25011 1.00094 1.48124 2.99337 5.96529 7.96633 8.88695 

% Diff from 
Theoretical Volume 0.04 0.09 1.25 0.22 0.58 0.42 1.26 

 

Pending consult review:  Microbiology has provided an approval recommendation to this NDA. 

 

CMC Recommendation: 

The application is recommended for “Approval” from CMC perspective. Attached is the final EES 
summary report.  
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service 
 _________________________________________________________________________________________________________________________ 
 Food and Drug Administration 
 White Oak, MD  20993 
 
 
 
Date:  February 6, 2013 
 
From:  Linda Ng, Ph.D., Senior Policy Advisor 

New Drug Manufacturing Assessment Branch 
Division of Good Manufacturing Practice Assessment 

 
Subject: Concurrence with Baltimore District Office (BAL-DO) Approval Recommendation 

for NDA 203-479, Versacloz (clozapine oral suspension), 50 mg/mL 
 
Thru:  Tara Gooen, Acting Branch Chief 
  New Drug Manufacturing Assessment Branch  
  Division of Good Manufacturing Practice Assessment  
 
To:       Ramesh Sood, Ph.D., Branch Chief, CDER/OPS/ONDQA/DNDQAI/BI 
 
    Applicant:  Douglas Pharmaceuticals America Ltd  

c/o Versapharm Inc  
1775 West Oak Pky Ste 800  
Marietta, Georgia 30062  

 Manufacturer: Pharmaceutics International Inc 
       10819 Gilroy Rd 
       Hunt Valley, MD 21031-8213 
       FEI:  1000513101 
 
Pharmaceutics International Inc (PII) has been inspected for pre-approval and surveillance of 
drug products manufactured at their facility.  A Form 483 has been issued to cover multi-
products.  This memo will only discuss the pre-approval inspection for Versacloz (clozapine 
oral suspension), 50 mg/mL.  A concurrence memo to support the BLT-DO withhold 
recommendation for PII was issued by CDER/OC/OMPQ/NDMAB on November 2, 2012.  
CDER/OND/DPP extended the review clock to February 6, 2013 based on the expectation of a 
response to the FDA form 483.    
 
CDER/OC/OMPQ/DGMPA/NDMAB’s previous withhold recommendation was issued due to a 
lack of complete manufacturing and control instructions as well as a lack of assurance of 
manufacturing process understanding, including the drug suspension mixing and hold time, 
mixing tank fill volume, and mixing  speed and position.   
 
Pharmaceutics International Inc had submitted an engineering study proposal dated October 
18, 2012 for Versacloz to evaluate the process characterization of bulk hold studies and 

 during bottle filling at their facility.  The final report and the results of 
the engineering study were submitted in response to the 483 to  on January 28, 2013.  
An updated batch record demonstrating adequate manufacturing and control instructions was 
submitted to  on February 6, 2013.   
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The following documents were submitted and reviewed by BLT-DO and 
CDER/OC/OMPQ/DGMPA/NDMAB in response to the deficiencies observed in the 
manufacturing of Versacloz.  These documents are listed in the order they were provided to 
BLT-DO.  
 
January 28, 2013 - The completed report for the engineering study. 
January 31, 2013 – Additional attachments: 

• QE1736- to explain low assay 
• Feasibility record Page 34 of 40 to show how the composite sample was taken for the 

assay.  
• TR12-2258 for 0 hour sampling for the hold study from stratified sampling points – as part of 

the engineering protocol. 
• TR12-2263 for 24 hours sampling for the hold study from stratified sampling points at 

storage at static conditions – as part of the engineering protocol. 
• TR13-3359 for the assay testing of the composite sample from the bulk container – as part 

of the normal batch record. 
• TR13-2271 for the filled bottles – as part of the engineering protocol. 

February 6, 2013 – The updated batch record and related documents: 
• Cover Letter 
• Change control with summary and effective date for the manufacturing record. 
• 3.       batch record changed pages that were referenced in the change control and the 

signature approval page. 
• Change control with summary and effective date for the packaging record. 
• All pages for the revised packaging record with signature approval pages.  

 
CDER/OC/OMPQ/DGMPA/NDMAB has completed its review of responses submitted to BLT-
DO related to the manufacturing operations of Versacloz at PII, Hunt Valley, MD.  
CDER/OC/OMPQ/DGMPA/NDMAB finds the amendments to sufficiently address the 
deficiencies observed during the pre-approval inspection and concurs with BLT-DO’s 
recommendation for approval of the PII drug product manufacturing facility relating to 
Versacloz. 
 
If you have questions, please contact Linda Ng, Ph.D., at 301-796-1426. 
 
 
 
 
 
 
 
 
 
 
 
 
cc:   HFR- CE2545 District Pre-Approval Manager (PAM) Brooke Higgins 

HFD-323  Shared Drive\\cdnas\OCS1\OC_320\HFD-323\Domestic PAI Case 
Management 
ONDQA/DNDQAI/BI, Thomas Wong, Product Quality Reviewer 
OND/DPP, Sharonjit Sagoo, OND Project Manager 
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